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IMPORTANT NOTIFICATION 


Applicant's or agents file reference ' 
FC 844/5 

Tk« ~ 1: ^ ■ i . . -~ 


International apj^icatiori No. 

PCT/EP99/01822 7 



detailed below. .™ a , oureau nas received the record copy of the international applici 

Name(s) of the applicant(s) and State(s) for which they are applicants- 

PHARMACIA & UPJOHN S.P.A. (for all designated States except US) - 
COZZI, Paolo et al (for US) ' 

International filing date 17 March 1999 (17.03 99) 

Pnontydate(s) claimed . 27 March 1998 (27.03.98 

Date of receipt of the record copy 

by the International Bureau 12 May 1999 (12.05.99) 

List of designated Offices : . . 

AP :GH,GM,KE,LS,MW,SD,SZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP ^AT^E^H^^D^D^ES^I^^GB.GRJEJT^aMCNL PT SE 
OA:BF,BJ,CF,CGXIXM,GA,GN,GW,ML,MR,NE,SN,TD,TG ' 

, ^o n f! :AE ' AL ' AU ' BA ' BB ' BG ' BR ' CA ' CN ' CU ' CZ 'EE,GD,GE,HR,HU ID IL IN IS JP KPKRIP 
L^R,LT,LV,MG,MK,MN,MX,NO,NZ,PL m SG,SI,SK,S^ 



ATTENTION 

In addrfon, the applicants attention is drawn to the information contained in the Annex, relating to: 
[~X] time limits for entry into the national phase 
[~X] confirmation of precautionary designations 
requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 



The International Bureau of WIPO 


, / — 

Authorized officer: jjL— 




34, chemin des Colombettes 


J. Leitao 




1211 Geneva 20, Switzerland 




Facsimile No. (41-22)740.14.35 


Telephone No. (41-22)338.83.38 




rorm PCT/IB/301 (July 1998) ' ■ J 

002640354 



ANNEX TO FORM PCT/1B/301 



: (* 



I International applicati n No. 

PCT/EP99/01822 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



m t J he , aPPl l C D nt iS ?"? i " ded th « "national phase" must be entered before each of the designated Offices indicated in the 
Notification of Rece.pt of Record Copy (Form PCT/1B/301) by paying national fees and.furnishing translations, as prescribed by 
the applicable national laws. K y 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
T^i «£' pr ° v,ded tnat t . he e ' ection * mada °efore the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
phase designated Offices do not issue reminders to applicants in connection with the entry into the national 

mf^ 0 jK d<5taM< | d i " f ? n ? atio . n about «•» procedural acts to be performed to enter the national phase before each designated 
p^the app^Weftmehi^arid possible ^extensions of time or grace penpds/and any other requirements, see the relevant 
Chapters of Volume II of the PCT Appl.canf s Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicants Guide. 

h» ».o!?!J d E£ \ became DOund bv PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore 
be elected in a demand or a ater election filed on or after 7 September 1 996 and 6 September 1 997. respectively, regardless of 
the filing date of the international application. (See second paragraph above.) regaroiess or 

N ° n L V a " app ! icant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
Pnfi^Q M n xh re °°r BCt ". T' 5 " desi 9. nations can b * corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations rrey be confirmed according to Rule 4 9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be-regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit 



REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following 



is recalled. 



«f ?I? the prlor,t * of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months from 
ihe priority date; provided that any such priority document may still be submitted to the International Bureau before that date of 
.nternat.onal publicat.on of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). received 

« n „1 he ? ""fll* documen tis issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
o^ a fee^Ru1?i7?S) eXP ' rat '° n 16 m onth time limit and may be subjected by the receiving Office to the payment 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
\?£fZ e ,H!! ?!J Sm i t th l L Pri0fitV document nas not been made < an ° the corresponding fee, if any, paid) within the applicable 
ri^ionTt h a« Und , er the P^'" 9 Paragraphs, any designated State may disregard the priority claim, provided that no 

Hnrfmtn, 2°* T V "l*™ 9 *?- ^ f™"* Claim concemed before 9>™9 the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

i,m,t^ h th r V, eVe [, al pri ° ri * ies are claim ed, the priority date to be considered for the purposes of computing the 16-month time 
limit is tne tiling date of the earliest application whose priority is claimed. 



Form PCT/IB/301 (Annex) (July 1998) 



RCT/EP99/01822 



kVTENT COOPERATION TR 



From the INTERNATIONAL BUREAU 



PCT 


To: 


NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
rnium 1 Y UULUMENT 

(PCT Administrative Instructions, Section 41 1) 


PHARMACIA & UPJOHN S.P.A. 
Patpnt Dpnt 

■ aid 11 UCUl, 

Viale Pasteur, 10 
1-20014 Nerviano 

ITAI IP - 
1 1 ML! C * 


Date of mailing (day/month/year) 
27 May 1999 (27.05.99) 




Applicant's or agent's file reference 
FC 844/5 


IMPORTANT NOTiFir ATinivi 


Internationa! application No. 
PCT/EP99/01822 


International filing date (day/month/year) . 

17 March 1999 (17.03.99) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
27 March 1998 (27.03.98) 


Mppucant ■ . 

PHARMACIA & UPJOHN S.P.A. et al ' .' 



3. 



-r r t s "r: a r ar in the ri9ht - hand co,u ™> * *• 

indicated by an asterisk appearing nem™ U " less °|herwise 

document concerned was submitted or transmitted to ^ittonZSX^Z -£!SZ^&Tm^ 
This updates and rep.aces any previous.y issued notification concerning submission or transmit of priority documents. 

within a time limit whicn ZS^'^S^SX^ * ,UmiSh ^ d °° Ument 

^:To?:zzt^^ iszxxsxz^s^ d — r ich was not received * *• 



Priority date Priority annlir^tinn Mn 

27 Marc 1 998 (27.03.98) 9806689.7 



Country or regional Office 
or PCT receiving Offing 

GB 



Date of receipt 
of priority rfnnnmpnf 

12 May 1999(12.05.99) 



The International Bureau of WIPO 


i / — 

Authorized officer § 




34, chemin des Colombettes 


J. Leitao 




1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




rorm KCT/IB/304 (July 1 998) " ' —1 

002640355 



PAT^ff COOPERATION TREATY 



WO 99/50265 
PCT/EP99/01822 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



To: 



PHARMACIA & UPJOHN S.P.A 
Patent Dept. 
Viale Pasteur, 10 
1-20014 Nerviano 
ITALIE 



H iarmacia & Upjohn S 
BREVETTI 

1 9 OTT 1999 



D.A. 



Date of mailing (day/month/year) 
07 October 1999 (07.10.99) 




Applicant's or agent's file reference 
FC 844/5 


IMPORTANT NOTICE 


International application No. 
PCT/EP99/01822 


International filing date (day/month/year) 
17 March 1999 (17.03 99) 


Priority date (day/month/year) 
27 March 1998 (27.03.98) 


Applicant 

PHARMACIA & UPJOHN S.P.A. et al 



1- ? Ure 5 U ha ^ communicated, as provided in Article 20; the international application 

to the following designated Offices on the date indicated above as the date of mailing of this Notice- 

AU,CN,EP,IL,JP,KP,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
nf th C ^t^r U n n i? at, °? ° f ^ ^ ernation ^ application has duly taken place on the date of mailing indicated a bov J and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the. requirement for such a communication at this time: 

AE^AP^A^B^G^RXA^aqZ^E^GD^^HR^HUJDJNJS^C^LK^R^T^LV MG MK MN 
MX^O^NZ^OA^PURO^SG^SI^SKViSLJR^UA^^VN^U^ZA ' ' ' 

Inni^nt m ^ iCatiC l n Wi " 66 ma u e t0 th0Se ° ff * ces only upon their r equest. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). M 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
07 October 1999 (07.10.99) under No. WO 99/50265 

REMINDER REGARDING CHAPTER II (Article 3l(2)(a) and Rule 54.2) 

IT/ « H P JmtnH w he * t0 p ° stpone ^ tr y into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminarv 
Examtnmg Authority before the expiration of 19 months from the priority date. international preliminary 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

^nh^nf n, £ an ap j?'; cant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. ^..dp^i n d ;> ine 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

orM month? oMo! 16 ^ 0 proce ^ with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office 

AnnlTt^ ° n the V me limits x and acts to be performed for entering the national phase, see the 

Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 


Authorized officer 

J. Zahra 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/IB/308 (July 1996) 




2871523 



r 



Continuati ri of Form PCT/1B/ 
NOTICE llWiMING THE APPLICANT OF THE COMMUNICATION OF 
THE INTERNATIONAL APPLICATION TO THE DESIGNATED OFFICES 




' :.WO 99/50265 ; 
PCT/fEP99/01822 



I Dat of mailing (day/month/year) 




07 October 1999 (07.10.99) 


IMPORTANT NOTICE 


1 Applicants r agent's fil reference 


International applicati n No. 1 


FC 844/5 


PCT/EP99/01822 -V * • 



amlndmenlJ^ 

declaration that the app.icant does nSr^SIenSS " ^ ' ^ SUCh amendments a 



Form PCT/IB/308 (continuation sheet) (July 1996) 



2871523 



Pharmacia & 'Cpjoiin s:p.A: I : >■ , .'.*' 

brevetti I PATENT COOPERATION TREATY 




2 9 MOV 1999 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 



1 



From the INTERNATIONAL BUREAU 



Date of mailing (day/month/year) 

19 November 1999 (19.11.99) 



To: 



PHARMACIA & UPJOHN S.P.A. 

Patent Dept. 

Viale Pasteur, 10 

1-20014 Nerviano 

ITALIE 



Applicant's or agent's file reference 
FC 844/5 



IMPORTANT INFORMATION 



International application No. 
PCT/EP99/01822 



International filing date (day/month/year) 
17 March 1999 (17.03.99) 



Priority date (day/month/year) 

27 March 1998 (27.03.98) 



Applicant 



PHARMACIA & UPJOHN S.P.A. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the followina 
Unices of its election: ■ . ** 

AP :GH,GM,KE,LS,MW,SD,SL,SZ,UG,ZW 

EP lAT^^CH^D^DK^S^FUFR^B^RJEJT^U^MaNUP^SE 
National rAU^BCBR^CA^N^ZJUJP^P^R^N^NO^Z^PURO^S^US 

2. The following pffices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA iBF^BJ^CF^CCCI^M^A^GN^W.MUMR^^SNTDTG 

National rAE^AUBA^B^U^^GD^E^HR^HUJDJNJS^CLK^LR^LT^V.MCM^MX, 
SG,SI,SL/rR/n\UA,UZ,VN,YU,ZA 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(l)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3){b) and Rule 74:1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit For detailed information about the 

a ?Fu IC ^!?* me . ,im,t f a " d * he acts to be Performed upon entry into the national phase before a particular Office, see Volume I 
ot the PCT Applicant s Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer: 

F. Baechl 



Telephone Na 



Form PCT/lB/332 (September 1997) 



2965426 



WIPO 



ATENT COOPERATION TI^TY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



RECD 0 7 JUL 2000 



PCT 



Applicants or agents file reference 
FC 844/5 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/EP99/01822 


International filing date (day/month/year) 
17/03/1999 


Priority date (day/month/ysar) 
27/03/1998 


International Patent Classification (IPC) or national classification and IPC 
C07D403/14 


Applicant 

PHARMACIA & UPJOHN S.P.A. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 




II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 




VIII 





Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations su porting such statement 

Certain documents cited 



Date of submission of the demand 
21/10/1999 



Date of completion of this report 



0 6. 07. 00 



Name and mailing address of the international 
preliminary examining authority: 

European Patent Office - P.B. 5818 Patentiaan 2 

NL-2280 HV Rijswijk - Pays Bas 
Tel. +31 70 340 - 2040 Tx: 31 651 epo nl 

Fax; +31 70 340 - 3016 



Authorized officer 
Paisdor, B 

Telephone No. +31 70 340 3764 



J/ 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



Int mational application No. PCT/EP99/01822 



I. Basis fth rep rt 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -47 as originally filed 



Claims, No.: 

1-11 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been > 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-11 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-11 

Industrial applicability (IA) Yes: Claims 1 -1 1 

No: Claims 



Form PCT/IPEA/409 (Boxes I- VIII, Sheet 1 ) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/EP99/01 822 



2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 



Form PCT/IPEA/409 (Boxes I- VIII, Sheet 2) (January 1994) 



INTERNATIONAL PRELIMINARY International application No. PCT/EP99/01 822 

EXAMINATION REPORT - SEPARATE SHEET 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Citations and Explanations 

Reference is made to the following documents: 

D1: WO, A, 98 04524 
D2: WO, A,96 05196 



2.1 Novelty and Inventive Step (Articles 33(21 and 33(3) PCT) 

2.1.1 Document D1 , which is considered to represent the most relevant state of 
the art, discloses acryloyl substituted Distamycin derivatives, from which the subject- 
matter of claim 1 only differs in that the molecular Distamycin backbone only contains 
pyrrole as heterocyclic ring, whereas according to claim 1 of the present application, at 
least one of the heterocyclic rings has to be different form pyrrole. To show the 
distinguishing structural feature, example 1 of D1 (cf. page 21) and example 1 of the 
present application (cf. pages 20 -24) can be compared. The subject-matter of claim 1 
is therefore novel (Article 33(2) PCT).The Distamycin A analogues of D1 are antitumor 
agents, just like the compounds of the present application. 

2. 1 .2 The technical problem to be solved by this distinguishing structural feature 
may therefore be regarded as to provide further Distamycin derivatives as antitumor 
agents. 

2. 1 .3 Providing the compounds of the present application as solutions of the 
aforementioned technical problem cannot be regarded as involving an inventive step in 
the present case, because another document of the prior art, D2, discloses a group of 
Distamycin A derivatives as antitumor agents wherein one heterocyclic group of the 
polyheterocyclic chain of the Distamycin backbone is different from pyrrole, i.e. it is for 



Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/EP99/01 822 

EXAMINATION REPORT - SEPARATE SHEET 



instance a pyrazole ring (cf. example 1 of D2, pages 36 - 39). The formyl group of the 
Distamycin portion is not replaced by an acryloyl moiety, as it is the case in the present 
application, but by a group R 1 R 2 N-A-. In D2, at least one of the heterocyclic rings within 
the polyheterocyclic chain is other than pyrrole; in all examples of D1 the group B 
(corresponding to group B of claim 1 of the present application) is an unsubstituted 
amidine group being excluded from the scope of the present claim 1 by means of the 
proviso a), but in D1 the unsubstituted amidine group is included as an alternative of 
group B. Since it is known from D2, to provide Distamycin A analogues with pyrrole 
heterocycles in the polyheterocyclic chain replaced by at least one different heterocyclic 
group as solutions of the technical problem underlying the present application, a person 
skilled in the art would have included the distinguishing structural feature of replacing a 
pyrrole ring by a pyrazole ring in order to solve the technical problem posed. 

2.1.4 An unexpected property or effect having its origin in the above defined 
distinguishing structural feature of exchanging one pyrrole moiety by another 
heterocyclic moiety has to be shown in order to justify an inventive step of the claimed 
Distamycin A analogues. At present, there is no evidence for any such unexpected 
properties on file, and consequently, the independent claim 1 lacks inventive step in the 
sense of Article 33(3) PCT. 

2.1.5 The dependent claims 2-5, the process claims 6 and 7, and the claims 8 - 

1 1 pertaining to pharmaceutical compositions containing compounds of claim 1 or their 
medical applications, to not contain additional technical features being relevant for the 
assessment of inventive step. These claims, although they represent novel subject- 
matter in the sense of Article 33(2) PCT, nevertheless do not meet the requirements of 
Article 33(3) PCT and lack inventive step. 

2.2 Industrial Applicability (Article 33(4) PCT) 

The compounds claimed in the present application can be used for the preparation of 
pharmaceutical compositions and for the preparation of medicaments containing the 
claimed compounds. 

Re Item VII 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO- April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/EP99/01 822 

EXAMINATION REPORT - SEPARATE SHEET 



Certain defects in the international application 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the document D1 is not mentioned in the description, nor is this document 
identified therein. 

2. The units of pressure employed on pages 33 and 43 (psi) is not additionally ex- 
pressed in terms of the units stipulated by Rule 10.1 (a) PCT. 



Re Item VIII 

Certain observations on the international application 

Claim 5 comprises all the features of claim 1 and is therefore not appropriately 
formulated as a claim dependent on the latter (Rule 6.4 PCT). 



Form PCT/Separate Sheet/409 (Sheet 3) (EPO-April 1997) 



